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jisfr ikm* *mm ? titz mm^mit H^it^nw, l & 
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'^-ffOl^Cffl^onty^-^E^wIE? ( runs ) ) *«t0 f i<^®O«j6^ 

0 3«K';*r-«jt»i, SUfl-Wn. traffic ^:x-tr y<DX 9 *«»J*t i -c 

y *f- y V y (Hutchinson) \z iotftl? *Lfe*« 5 8 4 8 1 

i^SrKWi-* *il#^»3 7 7 3 9 1 9#W«B»»Ctt, ^-tr> 
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*ftMA#K <£&EfcH-|#§^5 8 4 8 l#W*MNsJinfcli, Itm 

#t; -x*t JWio^T, ^O— «:fi«j Willi, JB<>^<^>*&^ ^nn^w^t 
2 5 X5"CflriFlftT**#U i^fil'tlTlil «9 , iP*>. ^ >^ V^Mtf)^ 'J 

l> "bffli*fcJ!IM*U ^» IM V ^* > til 1 1 ^ *° 'J i 7 r ;Hi , 
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^ KOa&BcMi&aJ* * * K . ^ > -ff > + Jc^ifttT* * *° 
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lot, ^y^- FO. 1 w/ v %^V^L^7 P f- K7 5w/v%n-mU 

£ v> LiAV^^M £ & £ <£>®<?) ^ > * # 'Ji^f^wt;Ha 

MM*. tiflC/'ia-Jl'S a->K) 6 0 %/JL» (4fcl*9**- 

F) 4 0 %&v* (^<j K) #j 2 5 (ttcfty?* K 

) 7 5 %2 -C^^H-C^) »9 > ^oitf)|^*'>J i^-r ;Wi, 0. 08- 

4. 0 d 1 /g<?}$£Bl*]?> 2 5 13 on^jVAK* 1 w/ v %-?<Dm&ffi%t& 

^nn*;PAft 3 l%'C2 5tT0. 0 8-0. 5 d 1 / g CD®^ 
£ m L , v> & v> L /£ v> # frifeJg £ # 1" & # U ILm* # U v - * 4 tz it 

yvu-jvwt (ttzitrwv v) 3 5%/fL& (Stzte???- f) 65%&v> 

U/'Ja-^l (ifcli/'JaUK) 10%/SLK (4 fcl±?$"f- K) 90%?) 

K^^^S5ctBfi> ^>-tf>"BTv§'te-e*«9> 0. 2-4. 0dl/g?)25i:t 
^nn^jvA^-e l w/ v %-e©H#ttJ££ J: LiSv>^#-fkJ^£3r 

ILK (4fcli^*f- K) 7 5%^v>L^U {$tz\±W 3 'J K) 0%/ 

(Sfctt9**-K) 1 0 0 % <£>®i B f*l O JV&lfiJc £ & ^ *K 'J J- .x x £ 

»«ce«jjfem»±. ^nr»i*-c**j > o. 2-4. 0 a 1 /go 2 5 *ct* n 
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n*jvA+tiw/v %<7>mm®imzG-r & *° «; »; ^ - 4 »* ^ ! J 3 

(ifcli^'J 3U K) (Sfcli^f-K) 10 0%«ft 

ffl#Wfc«v*JHNU 00*. I* 2 j^J§ 4"CO«FW*5Eft^*L3t:^i fell/*** 3 

ttTt wmm<n&mm*&-r*>) won sit (^^^> 

, Sfei/>fc^L*<>*^ ?*$^*#*i3j:a r 0. 3-4. 0 d 1 / g <£> 2 5 tJT 

ffim>m'\£M (Dmm k ft *t s> ttr ^ & # >j 7- ;v £ ttJic <Dmm& 

an diffusion kinetics)CBaker and Lonsdale, JLfB^lffl^C) K&fcZti2> 0 
£*Ui. ^^n^f k<^ «t o aMIfln&'if^U 
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j$Jg-e&& CI t*^^^ttTV^CPitt and Zhong-wei gu A 3. Controlled Relea 
se, i4t, «2 8 3 ~ 2 9 2 I (1 9 8 7#) ; Hutchinson and Furr |w)# 
, m\ 3^ i2 7 9 ~ 2 9 4l ( 1 9 9 0 #) o Kfi^TttteT 

Ms^ + TO . lw/w%~7 5w/w%MMl>o 

K<Dil^itt;!fe£fcU::ov*T»i> l. o w/w%~ 2 0 w/w%c?)$£Bl*]<75 
IB <7>fi*P<Offi;V> L < > Z<om&, L< tt2 0 0 0 0 D a ttcli* 

iliikjKOmm^^m^ £V?2 . 2 £±2!&, 3. 5 *±2H&£$HfeJ£ 

*l&o i&2 0 0 0 0 69M*TO5^*<7>*°V JCX^/Hi* ^"Ofltjt, M.JSckO 5 ' 
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M<Di&%}<D#i-£ V^fc^l*. 0. 5 w/w%~ 3 5 w/w%OlIrtt* »] , £ 
<DWs&, JfiTJfOK lOOOODal ti^*L^±<^MS¥ 

^iiflKOS? $ Lv^tMM^ 0. 1 w/w%~ 7 5 w/w%<7}f£Hl*]'C& >9 > £ 

<*>*§£\ »IL<li 2 0 0 0 Da4^(i^ttJ^±<7)fi*TO^«^ct^l. 2 

m & & tt^fltit * m-T & 2 o<?> # y v - S * J4BT Offlttift 
ri^l&fc-r&vL to l of*, a^i^'J 3-;v®<7)*^esH >; v-fc XVFxtf 
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t tz it T )V n * =y - jK >; ^f - > ^ 'J n - t $ ■£ h *l%> o 

^^Mk ? fitz^-f^- K£ jK l> t tz it n *° 'Jx^fJVfc 
$6oT> ^^Mb? tit:'*'?** K+t»«-J"* 'J yvSfcliT>i'3 r ~>»$Hi 

X x JV * tz it 3 # y T )VaSmk'?& %>fr$tz »iffl£M£-CJfc 4 <*> 4 «9 Sf 4 
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n «J a. ^ -f )U <7>i£*H£ffl 

xTfr<Dtz»b<D mm x$> & ^r«*#J 4 fiffl + > flj*> # u -x* * - ^ k 

*&?) *!> ±EO*fe-C#» S ft & ^ £ fc fi frife $ fix & «fc o 
7g-t2>ai$y J-Kr^omt, m&Mfe&ftoyc* Z<DRmffi'\!kttl*, 

fcfiPT^b^Ji: UTO^fflfi, lo(0#S»ta 0 

en^ J: ^Campbell, " Pr 

eparative Methods of Polymer Chmistry 2 1 9 6 8 Interscience 
Division of Dohn Wiley, $43-5 0 H^-C^ttS tlX^2> 0 J^T?)#OT» 

£££&Ubbgelohde^jgft=H£ffl Lfco HfTfB^J: 3 Kv£#J£ LTteffl 3 n 
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m2 0 0 0 D a z±m&fr*&<vmu<v&m<DW;&^um2tifc#i) ^x^^ 

> ^ofiSx.^ PL ^ 3X3 0 cms 1 0 fx mig^B * 9 A (Wilf, Polymer 
Laboratories, Church St retton, Shropshire, UK) £>f£ffl L/co f h7t Kn 
7 9^*:, 4 0*C-C\ i^lra 1 O^&fcv^^&Ji: LTtfflLfco 5HP* 

^ > - jc;i/ CData Analysis Package Perkin-Elmer) 770O "7u 7 x. -y ~y 
2 0 0 0 D a&ffiVfr^MomfeWtztbKit, t-fX»^nv h^77^- 



jK y JC * x jko * * f* S * * & £ S * & * K , ft') x-x-Dvttzlt^tf 

lC«toT^$tt^Hm*ffl^T*ifiL^o £*Ui> T«5£SI (TTT 
80) *J:O r *-Hf3.U^h (ABU80) . PH>-?- (PHM83) J3 
Xtfy y ^DVCMAWKm^CRussell CMAWK electrode)^ £ ^££-9-- 

*77 7 (REC8 0) t^ayfU ^osjfj v-<7>$H^fif^ 

w X 1 Q Q Q X f 
v x n 
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g^^rf-fe ^ >; y (10 0. 6mg, Hilt LT^^f Kft 8 6mgi:» 

3 0 0 0 D a<?)ll¥Wli5J:^0. 08dl/g«2 5tt^nn*;i/A 
4=tlw/v%-e?)@«$:f L> 5^o^>-tf >*K^t£<7> 5 0/5 0^^ 
%coD, L-7^f K/^'J^'JKn^'J^- (3 0 0. 3 mg) t£,$E7k® 
<7)^^KS^m (3ml) *t:i»L!to it'KU v- t^^it^^ 

l/'J>f«2 5w/w% (MMtLt^yfK|fj2 2. 3w/w96K 
^iL^^'Ji^f^iM (4 0 0 mg) y^on^j'XcSjDL, 

( i ) LX®L>tltzffimx~i&W%mWk (1 0 0m 

g ) *mmv, fr^8 ovx&m^tx, mo. 02 cm^if^i^^si 
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IsBK^LT, £j0. 0 2c mOll^wii^iCJ^SitlUotfilLfc) 
fi> 3 7r-C7)c4 3 -e2 4B#M<7)S:»m^ 1 3 6mg/ittM*i^^:L^o -<7)*S£ 
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4l$Nl?gj*3ii:fc#b, #3 2 ^m~*^3 O^m^tMl, ftlO ^mO^"* 
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ftS^-bV'J > (2 2 8. 9mg> jtBt^fc LtO^-trV'J >(?5^ 2 0 0 m 



(53) #SI¥8 - 5 0 1 0 6 4 

gizft-t&mm) ±ibo3#u *-*7-)i< (i. 8g) t£> Wkfctto<om.m)n 
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do^^II^C, n'-fe 1/ U > - *° 'J f ^I-^tltfO a'-b 1/ 'J > -Xffi 

■fe > - # <; t- fri&z&m-tz> mm % m^mm* £ c * <> 
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^OD^>8ml ^KiSfBLfco 2 5 0 ml <D^UUX 
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®6<j^-m<k^«-^^rL-CV^V^H^T^^j5 0 0 r prat^Cl#U; 

OTk+fft (SK-#U v-^^^oo^ ^^MO B^tfcT&Sr^Cfeo #J2 0 
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^KtJc ( 1 0 0 fx 1 ) ^e&JftSSftfc^f-^TlCiSifc*, &J4 0 t) 
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J:O f »-frtJ: oT^v^^StJ^o^'J v-<?)^>-if 

^ f£ k £ c & ttJM M * ;v v ft tB * ;w * > $ tz \* 14» W Sfc * ^ * > jfe ffi * ;v * 
, Wx.tf h U U >> n^:/nW>, y-b l/'J > is J: V s j- y r l/V yfc* 

00 9 



(57) #^8-50 1 064 

TiftCJ:* 14I8UW »* A/ * > © 53*7& * WW "T * £ J: T ft 

<J ><D£ 1 %m^£ oXlt&(tiK&9>2 fix to, mffiitSLCT, Z<D 

£&K£vxm&ztitz&&2titz&ffimikMKx*), $&tfim±mt. momm 
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M8*X'fthtitztim : ¥- (4 5 0mg) tHi^A^^^fKJV 
n-* 2 w/v %£ J: VjK 

'JVM-f 8 0 0. 2 w/ v %^^1-^>7K^4 3 ^^tfc?-^> ^otK-C3 m 

*) msomi^^ffi^^-r i o m<7>mm&)%j&fo?)M<n7 ? Mc&rftitu 
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( i i ) M8 *-C&t>tltzffl&?- (4 5 0 m g) * W )\s<D*l~fr 
ifc£-£> 3 m 1 KmSLtzo #J£> PS^<£> 0 . 2ml?:, MmmtcmfflZ 
TP-? (6E) (Dm<D7 v h K£.TftltK i oT^L^o i^gj^7t*>fi> 8 1 
±3 BWIi^i-^^ffi#JLliM<7)^Sl5&^Ao/io 

m i o 

Sl^n T'o V > (50. 3 m g ) t . ±1201 6 4" 

Kfe®£ti£ 7 8^e^%<7)D, L-B&m^J:^^ 2^;v%^^'J u-)i>m.frhte 
&=r*°'J )V (4 5 3. 2 mg) t£> ^tK^^^^JcSI^ (5ml) 

O 

4D/:Sp d p (500mg) 100ml <D%Hlk 7 y 7*^ tp<D LtzT-t 
h> (10ml) *K-mffi2*£, 4f, fi»U3D^ Kffi<e-fc*r£D, ifciS^ 

yv-^'j^r-JViaofriE^^JR*, T-*rh> (10ml) + KWiiF#U 1£ 

KT^H^SLfcTK ( 2 0 0 ml) *g*»ffljO'fcSa:&fc«#U n^7°nv 

<&T-feh >i£**ilt*Lfc»^ lttWtttt, *ifcl* 3 

n-f 7"o wj v-jKU^^-f JW^ISbe^^itHfcL, j&*o;dcte±f||£JBBfc 
LTto -«*&0t*^*«>*S>Mfc4?* (~2 0 0 m 1 ) +fcSJK« 
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, =f-fcw;>, r*uy>«J:o , t7Ti/r/*, *fu»-»i^ ft tiffed 

# »; ^-/^ K* > LTSiii-r & £ t a*-? £ & 0 
go 1 1 

i) ftft^U'JV (2. 2 8 g, mm^h LTOrf-fel/'J ^^2. OOg 
ftETKtlcT)^^^ (6 0ml) *H#»U7feo 2Bfe^O 
9 5/5^e;V%«7>^ 1 ; (D, L — ILK) / (jK'J^'J 

( 1 5 8 4 6(7)IiW?i*5J:0 ! "l. 3 8 <D 
^tn^^'Jv-n. 6 gisJ:^ 8 9 6©Ii J l 1 i&fl^t*J:0 , l. 78 
0#^fifeSP*^ri-&3#'J-7- 5. 4 g) <dU&® (ftot^m, tt£1£g|g 
HWLT3^ , ;-7-^)*^'K>m»Sc7)^J*^f ) tL^>) 
fe*tt<a£JE*Bm (15 0ml) 

, s a. — A 7 U — X K 9 -i -V — CEdwards high vacuum freeze drier) v^T 
2 BMT3fc©Sg*ft3*fco MK, S£*&Lfc*m*> 5 0 - 5 5 V X*M&fP + "C 2 
4B$W|-eS£*&3-£fco 



(60) 1WT8-5 0 1 06 4 

i<?)^?tL^^p D p (lOOmg) *J9UU*9> (1ml) K&ifllU 
^o^gg-e 2 M -C«» LT, fit Sfc 4. D ** V r - V U > 

i i ) ^K=r-bV«j > (2. 2 8 g, WfetiUHit LTO^-fe U ><7)#tJ 2 . 0 0 
gKMtiSI) SftTK^KOjg^JcBt^ (6 0ml) +»i»»tfco 2 fcfrJk 
WlOOm^'J (D, L-&K) (It¥Wil5 17 8i3 

Jitf 1. 2 7<5#*SSE* 

tta*'n-12. 6 g£J:O f m*TO5H L « 4 2 0 4j3<fcO f l . 84^^ 
ffitaf**-^*^ 1 ^- 5. 4 g) (fot;«I^ ^ittii:PiLt 

=r*°>J-7-<7)*;VJlO^*^c7)^J«^#^ti^) «M$L 
jltttftftK (15 0ml) tKtlffLT, »a*»***Cfco fK3K»»*. # 

5 0 -5 5t-C*^+^2 4^'C«?^fc 0 
Z<?>1fcmZ*ltzWi~n (lOOmg) -^dd^> (1ml) K8sin U 

-5-1- & i # s ci ^ iftfni k x o $ tt-c v> & o 

1 i i ) ft»rf-tV'J > (2. 2 8 g, tT^3--irl/V>^2. 0 
OgWSli) ^*«oat**ft» (6 0ml) +fc*#Lfco 8 0/ 

2 (D , L-fL*/ (*'^'Jn-JH) 3#'J^- (M*W 
^11 0 6 5 1 0**^2. 2 7<a#5frtfc&*#1-&3# , J^-<£>l 2. 6g 
) t, 9 (D , L-at) / 

3* e >jv- (11^^1 3 8 9 6**^1. 7 8^^ 



(61) ^*¥8-50 1 064 

(vwmxMw. d50mi) tfcifSLt, m : M%mm*&.ctio mnmm*^ 
■mLtzttn*. 5 0 - 5 5 vx~mQ}p<p-e 2 a mmx&mz^tz 0 

Z\<D&'®i2tltimSh (1 0 Omg) v^nn^t (1ml) KifoljnU 

iv) M^-bVyv (2. 17g, i«MiU<7)^k'J>^l. 9 0 
gi:#tl»^i) £> te7K^I<7)^^JcSim (60ml) +H»»tfco 2$ufr3k 
(7)6 7/ 3 3 *^%^* M J (D, L-?tm) / (»K'J 3-ju»3sjey ( 
3 5 8 3 S^it^WIfeitfl. 8 3<^#tfeJg£^-r&3#V-7- 1 2 
. 0g*J:O f 4. 1 1 6^m*¥^>^*^«tO f 1. 8 

6<*>##tfcj&£ : ir-r*#'j-*'- 5. i 5 g) <?>M.&m (lot:?)i^ tasi* 

, jk^«0%lt^l (15 0ml) *H«#LT\ »»*»«[*4Cfco fESS 
#i|ClTLT^?t, /hSfckr-XflU&fcLfco iOHttlsm*, xK7 
> IK, S£j*Lfc*m&. 5 0 - 5 5 *C-e^^P + -C2 4HW«?« 0 

=f-t U'J VT-fe-r- h (2. 2 8 g > jtBt^ t LT<?)=f-b V y 2 . 0 0 
gfc^S) £ftt7jc^^»S? (6 0ml) fc»»Lfco 5 0 / 5 0 *;V%<7) 

#y (d, L-B§f) / (ii¥Wi2 2 

3 0 7£J:0 ? #frikJS2. 0 7 «r^r-r**K 1 8. 0g> U^oti©* 



(62) #^8-50 1 064 

£«#Lfca*&*ft;M&^*tf>*ftB (15 0ml) ^-ML, 

O 

Z.<n1fcm\^tz$L$L® (1 0 Omg) ^nn^V (1ml) fcfl&JnU 4 
jl^ r ;v - v V > &<dMi& it, 3 aK y ^ - * > »*SH^*«J£3fettH fctt 
^ (Buchi) 190 7^^-* 0^ scale ) »SW*ffflt?>i 

& & ® £ ^ *t Anas m n a « 

& &| © SU & % °c 



1 

i i 
i i i 
i v 



1 0 
1 0 
2 

1 0 



4 8 

5 8 
5 8 
5 5 



3 2 

3 8 

4 4 
3 5 



i ~ i v «fc "9, ^SmT-m^^i oTia95E$K 



(63) !|#at¥8-5 0 1 06 4 

±IB<7)»^|g^L^^ (5 0mg) £v*un^ 

(0. 5ml) fc«S»U vf^^-^^^C^o lfil?) M; 7;v*ngm£ 

gj] 1 2 

#!) 1 1 ^(Dmm^'^^^l^ i ~ i v Sr&ltKig^&Tktten ^ ;v h 'J *J 
A#;v#t* f;i/-bJUn-7, 2 % (Fluka) , ^fc^JlM] . #'JV 

; v^~ (polysorbate) 8 0 0. 2 % [ > ? <f - > (Tween) > 
) (1 8w/v %) o 

<DM<D*7 U^V (Wistar) j£c7>^ y h UffiltLfeo Mi**** 7 0 B > 14 0 
gfl 1 3 



(64) mmW-8-b 0 1 064 

a. t h 'J 9 A**#*^f A"b*n-7 (+fltf>#iJ£, (Fluka) ) 

1 . 0 %& «t 'J V A"^- h (polysorbate) 8 0 (hf-f-V (Tween) ) 
0. 7 5 %o 

b. ^f^-bJPn-x (15mPa. s> (Fluka) ) o. 7 5%fc<J:0 J 
sK'jVJM-f (polysorbate) 8 0 (Tween) ) o. 75%, 

gjj 1 4 

1 1 <Dfc%&M\.tz&.f&m i i (4 0 Omg) ^7^d^> (4m 1 ) 
KmffiLtio ZCDmmZ&M&Zm^X, 2 5 0 0 r pm^#L*:3lC*0**'J 
tf-^T^n- (PVA) 0. 2 5%©*S (T^K'JfK (Aldrich) „ 
*5WKLfc 7 5 %> 2 0 0 0) K«6in Lfco 2 «#^JK* 8 0 0 r 

pmi:»a?*, 8M$&3 fcfc 3 0 5frra£SS3*fco *#£#itS*, B 

JSfcSfrfcli^fcifcJftS-efco PVA«f*>fL> ^K&^£?Jce^L*: 

gjj 1 5 

fil 1 1 a)«Sft**b*:E'fr'» i v £ 8 2 tJ-C#mU H#^J 1 mm<^P31§f 

D£ 0 >lco^l±lp a p^lt3 6mg<7)E*$r^"t^o=f-trlx'; >|^3. 6 

&%i&&®<D]&mm%i> <a-e&& ftmrntex^ffe* "Zoiadex- r 

(depot) , z.<D "Zoiadex" \±&&mfc"?$>*>) 0 i^#/±lp D p^^^J^(i 
US J: 9 *7*jK-jffl 3 . 6 m g£fi*B££^t7t 2 lE^ 1 )^^^ ( w 



(65) ft$k¥-8-5 0 1 0 64 

star) |?)5ni:^U. f^Ol^^-e 3 E<£>ib$J<?>S££?Et:3 ■£> r y *° 
- #J £ © IK L £ 0 (II I& L *° - 3J £ 

L 

(Millex o. 5 fim) > ilt?££HP LCCJ:oTltii:ov>tt5El/fco ■£ 
<7)^^SlcHC^$^:Tft#t^e i©H-JH'J i^-rJVJffiO-r *°-&JK J: «9 > 4> 
fl] 1 6 

(i) 1 ^**>*S*tt4 5 ? f K/^'J 3 ij K3 «K 'J v- (9 5 

/5) (8. 8 7g, ^1= 5 7 5 0, #5tg= 1 . 5, «SoigtJ: 
^>5^T-*= 2 5 16 g/^E-JK ^ on*W 4><7> 1 w/ v %-C<^H**!iS= 0 . 

lOdl/g) ^jfLWy^DD^ ? > (50ml) Kj§»Ufco 
$C^l/'J>7tf-h 1. 1 3g£«U #ofc«»**»jft?*fc 0 p< 

(5mi) &mftL%tft>muLfco 3om c ©fi-fr«»i^ni8 
tzo :oB#*^on>^> (5 0ml) fcW«F#U »3W*WO , B*s3(RI&^ 

(i i) ±15 i ) KSE*?*Lfc^ffi*, lfaw£M*n'tf 

>*S*tt4 5 ^ f K/^'J a ^ K3 «K'J 7- ( 7 5 / 2 5 ) (8. 8 7 g, 
1 0 9 0 0 , #5H&J£ = 1. 8 5, J*ffimmfeK£2>fr : ?m= 3210 
g/^e;K ^nn*;vA+ i w / v attest = o. l 4 d l /g) fctefli 

«k*« l 



(66) #^8-5 0 1 064 

_hie ( i ) ^^rf-bU'J y-jtf- K/^y ^ k#'J -^-tt ( 1 g) 

ifl^W/l' (9 9%, Janssenfc J; & % 2ml) Ki3siQL> i<7)ig^^^@ 
iiLfc. i©t»©ft*»ll 1 0/» 1 li, =T*V";>3. 6mgmLTV» 

#k^2 

1 * P>l*lfcfTfc 3 i&fflfi, SAf«^>^6 7% (9 9 

%, Danssenm:^) M>v>7^3-^3 3% (MtK^K 9 9%, Aldrich^ 
J:*) t<DM&%>-c$><3fc 0 z.<D-mm<7) 1 0 0 ft If*. =r-bV'J>3. 6 

1 kmrnKfrKotf. L*U i&SHt ^>v;i/T^^-;v (l. 7m 
1 , J6t|c^, 9 9 %, A 1 d r i c h KX 3) "C^o^o £ O^vS^)^^ 1 0 
0 M lit, r/4rV;>3. 6mg^tLTV^: 0 
^^"^1 4 

«t#« 1 Rfllfcfrfc 3 3^ L^U ±IE (i i) ^f,0^1/'J>'-7^f 
hV^'Ja'J KaKU^-tt (1 g) £ «t O e ftA#«^ > Vfr 3 m 1 fctefflLfco 

5 0^ Hi, =f<bVU>3. 6mgHIU^, 

^^■^J 5 

SMJ»10 0// lit 6mg^lL"CV^„ 
1 0 0 // Hi, 6m g *-£#LTV/>fco 



(67) ^¥8-50 1 064 

mwi<oM<o?v h<Dm (n = 
its tk<om*)-e&vtz : 

& # % © # ^ S8361t»0¥^«ffliai (a) 



( ± « K H ) 

1 1 0 0 ± 2 . 7 

2 1 2 0 ± 6 . 3 

3 6 S ± 5 . 9 

4 5 9 + 1.2 

5 6 1 ± 2 . 1 

6 5 3 ± 3 . 7 



1 33 it/ 2 li 3 ^J^^WM-e^-trVJ > £JfcfcU Lfc£ i: £ 
» v> y - v £ #t £ ffl v> T K *> tiii: 

« i 7 



(68) #^8-5 0 1 064 

n 1 6 frh<D$±xm 1 1 mwio 

mi 6 (i) ^mmztittfe*. li^ss^^yti^tn^'JT^ 

?-K**r*K';^- (55^*= 5 0 9 2 , 1 . 4 4, «Ii^:J:l» 

5H=-«= 2 2 7 0 g/*^) ^i^a'-tV'J >7^rf- I- (0. 4 6 g) Sr^ffl 

4 -CJ: oTSOSL. ^0. 1 4 %"C&<2> £ t £*JL^tfi Lfco 

i©rf-tl/'J>-7^f KjK'Jv-S (1 g ) * > v ;w (99%, 
Janssenm:^, 2ml) K*MU C10ii#*«:Hfl:* , #»?*L4 4 

ft 1 1 0 ^/ Mi, =f-fc V'J > 3 . 6mg^^LTWc 0 

lfl^S^^^fMtS?^ K/^U =» K3#'J (9 5/5 
) (7. 8 6g, W= 5 7 5 0, #«=1. 5 0, 

-?S= 2 5 16 g/^^) Si^^V'J ^T-fe-r- h (0. 98g) ^Jcg^ 
jB«*Lfco 4 0 t^S hK 2 4^W 

i (7) ^ -b v 'J > - 7 F / ^ 'J 3 'J F 3 'J ^ - i'&fe (lg) 
s<y~s)V (2ml, 9 9%, Janssennj;^,) Kj^HL, C <DM&%)& @## s i§ 

fco iO-i^^Ul 1 0/< Mi, =f-tr V 'J > 3 . 6mgt*tLTV'fc, 



(69) ^¥8-5 0 1 06 4 

mg^iS^S^msiJ^m^ffi^iltt^^ y h<7)^ (n = 1 0) C^Uc, t£-5- 

«*i)PI«¥*ft»« (H) 

( ± ® * m £ ) 

10 4 (±5.4) 
9 9 (±3.9) 
10 1 (±2.8) 



J& * *3 © # ^ 

1 

2 
3 



it £ ffl v> x e *> ^Bt^^-^-r ^.it^ii. mm t l t^-t z > 

m 1 8 

Hio^^^^^ms^^-r^^^f- K/^v n >; K3#'j-7- (95/5 

) (4. 5g, ^fi= 6 8 0 6, #*ftlt=l. 5 5 . *^<7>fSS^«t 
?i= 3 0 2 7 g/ ; tiK ^ n n*)PAi±ic7) 1 w/ v %-e<0@^*fiJ^= 0 . 10 
8 d 1/g) £*gfcm (5 0ml) K-mffiLtZo i^^vSH rf-b V U > 7tf- 
h (0. 56g, ^1/'J>0. 5gtfi) £«L. i ^tg-^^l* 1 0 #W 

Till] 



(70) ^?8-50 1 064 

i60=f-tr VJ y- K/^U n U K3#U^— (1. Og) 
(2. Oml, 99%, Janssenn j; & ) fc&Jn L, 

7mgmU **-«&Jfc1fc<D=r-fel''J >#fifi, 10. Ow/v%"?2fcofc 

o 

//'J3VK3*'J^ (9 5/5) (4 . Og> 5H^* = 6 0 11, ^frtfcE 
= 1 . 5 6, 3k$^<^5EKJ:&5H :: S = 2 7 0 0 g/^K ^no*;vA^<7) 
1 w/v %"C<OM*SJ^= 0. 0 9 9 d 1 / g) iSi^-tl/'J >T4rf- h 1 

. i2g (rf-bvyvi. 0 g t*$*) z&m-r&z. t kx *)m*)&Ltio z.<o 

. 8 3%-C**ifc*^V>ffiU, *»*ft0^l/'J>^ili, 19. 4 6 

i ^ -b U T/ - 9 ^ f K / ^ 'J 3 'J K 3 # 'J v - (0. 5 4g) 

Ift^vy^ (2. 46ml, 9 9%, 3anssenfc: J: * ) fc^iJUU Z-<DU& 
»«riWifcTI-*#L**«^»»Lfco «»fl9«F»»i, 1 1 0 // 1 *^V'J > 3 
. 5 Om g ^tLTv^Co 
#k#$J3 

H&fim 2 Ho^T±f£L^:*te*. 7^f F/^'J3'JK3*''j7-2. lg 
£<fcrj*=f«tr V'J V7tf - h 1 . Og (rf-bV'J>0. 9gtfi) ^fffltl. 

-trV U 2 8. 9 1 w/w%-C$>o fc 0 

i ^) ^ -b 1/ ' j V - 5 ^ f K / ^ 'J 3 'J K 3 'J v - I^i (0. 3 6 g) 
iSJU (2. 6 4ml, 99%, Janssenn X &) fc«jBU 



(71) 



#3t¥8-5 0 1 064 



. 4 7m g miTt>fco 

/^|J3'JK3#'J7- (9 5 /5) (8. 6 6 g, 5H^*=5 6 0 4 , ^frifc 

j£= l. 7 l, *SI^i£f^^CT= 1 9 6 0 g/*;K ?oo*^Aif 
(7)1 w /v%-COB^*!iJK= 0. 0 9 4 d 1 /g) J3 J: r>*rf-fc V «J >7-bf - h 
1. 08 g (=f-feH> V 0. 9 6gi:|i) ^^ffl-TS Cl t KX «9 IS*) &Ltz 0 

oo. 0 8%-C&&£ t£M</>fcbU iiRttiift^^W'J >^*f*, 9. 9 

o w/w%"e&ofc 0 

i <7) =f -fe V 'J > - 9 * f - K/ 7 'J ^ V K^'f J"?- 

(1. 0 g) (2. OmU 99%, Janssenn j; £ 

0 fi 1 4"=Mr Wj > 3 . 6 7mg^tUW; 0 

«k^!» i ~ 4 1 6 mzm t m$iK , 9 ? h l E^*: 19 ^ * V V > 3 . 6 
mg<Z>$Z^m^mm%iffifflMv>Mv>?v h<Dm (n = 9 itzli 1 0) 

& -fi ® <D # ^ K5S1fffl® s I z, ^WfflE (B) 



( ± €1 * K H ) 



1 1 4 ± 1 



8 



2 



9 4 ± 4 



3 



9 7 ± 5 



3 



4 



8 3 ± 4 



3 
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M 1 9 

(f!l6« =f-fe l/«J > - # y r- (ii) (3. 7 5g) S:, ftPO. 4 

5pcm(Oy^ )V?*ML"CmMLtz-s?w * ? > (5 0ml) t#»Lfc 0 ^ 

gfttSBl (Whatman WTP) £iiLT«i§Lfco »aW*iate((ll&»*ffl^T»* L 
1 

@# 1 g vJV Lfc, 0 . 3 m b "CWt^ 1 0 6 t> 3 m 

\ 4 5^ 1 li, ^-bk'J>3. 6ml *ttLT^fco 

|#1 g^^>y';V7^3-> (^libfc, 0. 3m 

bW»^4 4t, 1. 7ml) «*)|JU **oiF»-r**T*y > X-Tify* 
JB^TflUf&Lfco t©j|}tOft** 1 0 0 ^ 1 li, rf-fe V »; > 3 . 6mim 

1 0 m<VM<D7 y h(D 2 o<7)^£, 5yHESfc!l3. 6 m g <7>i£-$-*-e#k:£ 

ffi<3JliL?fc«#t**<^OI$& (HWt (n = 4) , 4aM^*3«tV6iiWm ( 
n=3) ) r?yh^f)»JRUo J0L»E«fl-&?V#-f Ay T^^ffiKJ 



(73) ^8-50 1 064 

4ifc**«Sc**L*:*«, b*U «k^®2 &/8^*:»<frKHU feT-^ttiaiWC 
■r**#K#?>*tfc J: ^-£<0«SJgKgo*£j&:fr$j2<7>l§^<i: >9 <>Hi b</> 

y«ttil^)t&« ^^rffl -cab & - 1 *m#>z> i £ t) s -c § & o 

fill 2 0 

HB<7>5|tSfi*;i/#>»^S:^r-r*9^^ K/^'J Ka*'^- (9 5/5 
) (9. 0g, W=6 0 1 1> #«=1. 5 6^ *Sl<7)i£^U^ 
?i= 2 7 0 0 g/^JK ^ d D^Jl'Aff'O 1 w / v %fOlt*!iK= 0 . 0 9 
9d 1/g) *y*nn**> (100ml) K«F#bfc 0 i(0»^l^'J 
y7-bf-h (1. 124g, tf-bV'J ^ 1 gift) £*&#b&rt s <b«lU 

(i omi) sri&bnbfco nf)^#oti«i^, jew** 

«fc«9lfc*U £bfco i^IMv^oD^ncS 

^oftrlBt |WI^H#|g^b7to £Oiifl£2IIIJ2U:«fe»9aIU 

Hft*j*£$£i»bfco 7*-A^tibCM«ta^ 1 b 

Hm^S£**bfco iOt*i:fiff^>v^ (20ml, 9 9%> Jansseru- 
£&) £«siDU ^C4fi-fr«l*iWb**<f>M^inlfeb. $S7fc£#fco 



(74) «f&¥8-5 0 1 064 

=f-few;>7. 3mgtfi) o 5o<7)7 7h<?)»(:M^I^ JfiLifcSm* 1 
BB£J:IMH1, i^^limil, 3^W1, 5i§rag> 7^M1, 9Mm 
i, 1 lfiMl^J:^! 3aMIK»JRU, IK, HHifctsm* 2 IM i , 4 S 
Mi, 6iiWl> 8iSHi, 1 OIMl^iVl 2SMlt5o©97 

«9 -cfli© ? ti =r -b «; > <oifc tb g a*£ c & ci t &m mLtzo 

W2 1 

f ^^>7PtLT, g^m^<7)^^^tL/c^7 f ^ K (Sigmam:^, 2 m 
g ) J-^DD^r/ (3ml) KHSiDU d*o-t-#fc*#Lfco d^^^-f-K 

1 7 ^ f FY ^ 'J 3 "J KhjHW- (7 0/3 

0) (2 2 5mg, ^?t= 9 7 5 5, #«=1. 5 2, «l«i:J: 
45H^*= 1 8 0 0 ) ^y^DDpi ?V (25ml) «#DLfc 0 toft** 1 
5frUfl«y$U it!fi4ife©jl»*tCfc. (0. 5ml 

) fpwyx? >X P (2 5mg) <7)v§^§r^iPL7t 0 4 Wio fcJ&rSiifcSr, 

Bfc*u #t>*Lfcyew* u if?7s&<o" mfo*v?*v**> (5mi) cffi 

(3ml) P T F E L^*<?)±i:t^ tiT 

9 . 1 w/ v %) o 



(75) #^8-5 0 1 06 4 

;<7)M (9 6. 8mg) **fi©'<>r 7J^t:fl> ffrW^mffiVtz^ V > 
(2ml, pH7. 4) £ifobDL7t: (£<7>S§£n >^g?£fi, 0. 2 //m<9 7 1^ 

ftjgff (Hewlett Packard 8452A) £ 2 1 0 n mtffflt^. -1 t K X <9 if ^ 9 
V7, P<7)fem 

M2 2 

o*»« (3 3 0mg/ml©l»3 0 0^ 1) Srffiv^Bf^ftTH 
, S^U*-/!/ (Miglyol) 8 10 ('J ^ l^»£^tf 4 , #<a«S<^l&ftfltJffi« 
OhU^y-bV r\ Dynamit Nobel, UK^J;^) ffcol) 2 0 0 0 <Ot¥^)^l 
(HKD^f^f7U>i) ©10w/w%ii2 0mlCttL 

m 2 3 

L y s 8 -WfVv -yy%$Wtf&. (2mg, S i gmatU) 9 n 
(3ml) fcSciDU iJ»o«ffU. iO^^f-Kli, »3W^^)iF»^«iR 



(76) ^¥8-50 1 064 

i«o*«*>w#v*££#t*?*^ K/^yau K3#y-7- (70/3 

0) (2 2 5 mg, ^1= 9 7 5 5 , ^»S=1. 5 2 , 5fcSB&«)#§5efc J: 
S^S= 1800) ^nn^> (5ml) K&flpLfco 1 

V (25mg, Si gmaCU) &tiXf* 9 S -to (0. 5ml) *^iP L rt: 

o i£&J£@i|£?&3&K<fcoT|fc*U #fe*Lfc«W4: "2f9*#<7)" 

(5ml) KWiSJSU ^offlftHfe, £<75*k«£ 2 Elavil Lfc 
oMi:lMv^n>^ (3ml) t»»L, i«^PTFET*t 

^.comm. (9 7. 3 lmg) ^/hi^MTJVti:!^ JftBUMMffLfc-* V 
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%) <7)7R^-e^«?-^rco 1 3 0 0 0 
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see the whole document 


1-4,6-7 








-/- 






e&Ug9fics<rf<3t*4*oc 


UUittl *• 


*T* Itay atoeoaua* otaklls&eri attar flfw tetanm 
orprtoc** cat* »as mot ta <xm«et wtoa Ov 




*A* toe 


■new Banning worn paw aw m %om an mncn a mm 


dtea to aatotMB loo prtadpla or thwy 


aaann jing cna 


17 carter tocoaeai bat prntb&aa a or tflir tb« UtrattNBi 
ft Hag data 

tocmneax wtutfj ity ttrow floabti oa Brioctn dattstf) or 
natch is eft** fa astaaUsb. to* asnttcanoa ana nf aaodaar 

CtttllaRl OC IBBCinl NUBI {flS EBflCffiaa) 

~o~ iocmttxrefieRtiifotBoralCttctosvOj os^eaaiaroeoar 

■ cthff CBBXIIS 

T* iDcmseol patiUi** pro to tiw tatartMliooaJ fiMa, a* 
txrer Una Ut ortortcj tew dilmN 


cannot an cpmi4yj nana! or cannot ho caaaMawB 1 to 
tDVDtvt u tnwiifra Bap 
T iim laaaait of paitfaalar ra^aaoaf taa dajnoi Invaniico 
cbbbqi as caaaitfnri to lavcfvw an luwaiiia naa van (ha 
Cocbbow is caablnaa vrut 00a or mora outer men tccu- 
mots, SKt cMabtaatkai Wiog otwtoH to a proo tkilW 
tn taa art. 

m mX* locunmt ojcittbn of tna noe paton tanJty 


IT. CZBTIFICATION 


Dataof tb«j 


tcnal CoartadN if tte UMnMUwl Soreb 
03 SEPTEMBER 1993 


Dam of Hailing of tUi tntcrnxfooaJ Scarcn Raport 

1 6. W. 93 


latamanoaal Bmn±iia t Aatkortty 

EUROPEAN PATENT OFFICE 


Saaatara of Aatboaaat OMoar 

HQFF P.J. 



nn rcrroajaa <mrf ak*n> U^wy i«kd 



(83) 



#i?8-5 0 1064 
PCT/GB 93/01079 



QL DOCUMENTS CONEDESED TO EE BOXVANT (CDNTDSXiaj ROM THE SECOND Shun!) 


cat&rr' 


Otaiaa of Docaattt. wftfc tadiatfaa, mMmlm. of the ratanm pissi^cs 


RAmact to Oils N a 


X 


PHARMACEUTICAL RESEARCH 
vol. 8, no. 5, 1991, 
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EP.A.O 467 389 (UNIVERSITY OF KENTUCKY 
RESEARCH FOUNDATION) 
22 January 1992 
see abstract 

see page 4, line 53 - page 5, line 6 
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A 6 1 K 38/04 
38/H 

38/17 \ 

38/21 

38/22 

38/23 

38/24 

38/26 

38/28 

38/35 

38/43 

38/46 

38/48 

47/48 C 7433- 4C 



9455- 4C A 6 1 K 37/24 

9455- 4C 37/38 

9455- AC 37/43 

9455- 4C 37/26 

9455- AC 37/28 

9455- AC 37/66 H 

9455- AC 37/30 

9455- AC 37/40 

9455- AC 37/42 

9455- AC 37/54 

9455- AC 37/553 

9455- 4C 37/465 
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